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On page 27-28 of the English translation of the specification. please amend claim 1 to

read as tollows:

1.

A compound of having the chemical structure of formula (A):

X—Ri_R> Ry Q—Ry—N" ’/
(A)
with peripheral analgesic effect, wherein:
a) X is selected from the group consisting of H and C\.¢ alkyl:
b) Y and Z are independently selected from the group consisting

of H. cyclic aralkyl. and C1., alkyl:
c) R, is a tyrosyl residue or a 2'.6'-dimethyltyrosyl residue:
d) R> is an amino acid having the R-configuration.

aminoisobutyric acid. cyclopropylalanine. cyclohomoleucine or

cycloleucine;
e) R; is an aromatic amino acid;
) Ry is an aromatic amino acid residue;
g) Q is an amide bond or an interposed amide bond mimetic:
h) with the proviso that when:
i) Ri is a tyrosyl residue:
11) R> is D-alanine:

111) X.Y.and Z are H: and
1v) R3 is phenylalanine:
then Ry is not unsubstituted phenylalanine or phenylalanine

substituted with 4NO:> or 4N:

1) with the further proviso that when:
1) R, is a tyrosyl residue:
1) R> is D-alanine:

11) X.Y.and 7 are I and

A . ie nhoenvialanime:

] with the turther proviso that when:
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1) R, is a tyrosyl residue:
1) R> is D-alanine:

111) X.Y.and Z are 11: and
1) Ry is I'-naphthylalanine:

then R; is not 1'-naphthylalanine or 2'-naphthylalanine:

k) with the further proviso that when:
1) R is a tyrosyl residue:
11) R> is D-alanine; and

111) X.Y and Z are H.,

then both R; and Ry are not tryptophan:

1) with the further proviso that when:
1) R, is a tyrosyl residue:
1) R> is a D-amino acid with a lower alkyl or lower thioalkyl

group as a side chain: and

iii) R; is a neutral amino acid.
then Rz is not unsubstituted phenylalanine:

m) and wherein said compound is not selected from the group consisting

of:

H-Tyr-D-Phe-Phe-Phe-NHoz;
H-Tyr-D-NMePhe-Phe-Phe-NHaz:
H-Tyr-D-Tic-Phe-Phe-NHo:
H-Tyr-Pro-Phe-Thr(Bz1)-NH>: (SEQ ID NO:2)
H-Tyr-Pro-Phe-Phe-NHoa: (SEQ ID NO: D
H-Tyr-Pro-Phe-Apb-NHoz:
H-Tyr-Pro-Phe-App-NIHa:
H-Tyr-Pro-Phe-Aph-NHz: and
H-Tyr-Pro-Apb-Phe-NHo:

wherein Apb is 2-amino-4-phenylbutanoic acid. App is

2_amino-S-phenvipentanoic acid and Aphiis 2-amino-6-phenyihexanoic acid.

1o read as tollows:
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15, A compound selected from the group consisting of:
H-Tyr-Aib-Phe-Phe-NHa:
H-Tyr-D-Nle-Phe-Phe-N1s:
H-Tyr-D-Ala-Phe-2'-Nal-NHo:
H-Tyr-D-Ala-D-Phe-Phe-NHo:
H-Tyr-D-Ala-Phe(4NO2)-Phe(4NO2)-NHz:
H-Tyr-D-Ala-Phe-Tic-NHo;
H-Tyr-D-Ala-Phe-Phe(NMe)-NHo;
H-Tyr-D-Ala-Phe-1"-Nal-NHa:
H-Tyr-D-Ala-"Trp-Phe-NHo;
H-Tyr-D-Ala-Phe-Trp-NHo:
H-Tyr-VAla-Phe-Phe-NHa: (SEQ ID NO:3)
VCHa-Tyr-D-Ala-Phe-Phe-NHo:
H-Tyr-D-Nle-Phe-Trp-NHo:
H-Tyr-D-Nle-Phe-2'-Nal-NHoa:
H-Tyr-D-Nle-Trp-Phe-NHaz:
H-Tyr-D-Ala-Trp-2'-Nal-NHo:
H-Tyr-D-Nle-Trp-2'-Nal-NHoz:
H-Tyr-D-Nle-Trp-Trp-NHo:
H-Tyr-D-Nva-Phe-Phe-NHo:
H-Tyr-D-Ser-Phe-Phe-NH>:
H-Tyr-D-Val-Phe-Phe-NHo>:
H-Tyr-D-1.cu-Phe-Phe-NHo:
H-Tyr-D-1le-Phe-Phe-NHo::
H-Tyvr-D-Abu-Phe-Phe-NIHz:
H-Tyr-Chl-Phe-Phe-NHo:
H-Tyr-Cle-Phe-Phe-NIHoz:
H-Tyvr-D-Arg-Phe-Phe-N1Ha:
H-Tvr-D-Cys-Phe-Phe-NTH-:

F-1yvr-D-Ada-Phe-Phe-OnH trifluoroacetate.
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H-Tyr-D-Ala-Phe-Phg-NH: trifluoroacetic acid salt:
H-Tvr-D-Arg-Phe-Hph-NH: bis-trifluoroacetic acid:
H-DMT-D-Ala-Phe-Phe-NHa trifluoroacetic acid:
1-D-DMT-D-Ala-Phe-Phe-N1: trifluoroacetic acid salt:
H-Tyr-D-Ala-Phe-Hph-NHa trifluoroacetic acid salt:
H-Tyr-D-Ala-Phe-Cys(Bzl)-NHz trifluoroacetic acid salt:
H-Tyr-D-Arg-Hph-Phe-NH bis-trifluoroacetic acid salt;
H-Tyr-D-Arg-Phg-Phe-NH bis-trifluoro acetic acid salt;
H-Tyr-D-Ala-Phe-Phe-CH2OH hydrochloride salt:
H-Tyr-D-Ala-Hph-Phe-NHb trifluoroacetic acid salt:
H-Tyr-D-Met-Phe-Phe-NH; trifluoroacetic acid salt:
H-Tyr-D-Arg-Phe-D-Phe-NH: bis-trifluoroacetic acid salt..
H-Tyr-D-Ala-Phg-Phe-NH> trifluoroacetic acid salt:
H-Tyr-(D)-Ala-(D)-Phg-Phe-NH: trifluoroacetic acid salt:
H-Tyr-D-Arg-Phe-Phe(pF)-NH> bis-trifluoroacetic acid salt:
H-Tyr-D-Arg-Phe-D-Phe(pF)-NH2 ditrifluoroacetic acid sait:
H-Tyr-D-Ala-Phe-Phe(pF)-NHa trifluoroacetic acid salt: and
H-Tyr-D-Ala-Phe-D-Phe(pF)-NH2 trifluoroacetic acid salt.

On page 33-35 of the English translation of the specification. please amend claim 18
to read as follows:
18. A pharmaceutical composition possessing analgesic activity, comprising. in
admixture with a pharmaceutically acceptable carrier. an effective amount of a
least one compound having the chemical structure of formula (A):
X

R1—R>

Ri—Q—R4+—N¢ )/

(A)

with peripheral analgesic eftect. wherein:

CVCTIC darddhy Loand U alk M

<) Ry is a trosy] residue or a 206" -dimethyltyrosyl residue:
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R is an amino acid having the R-configuration. aminoisobutyric acid.

cyclopropylalanine. cyclohomoleucine or cycloleucine:

Rz is an aromatic amino acid:

Ry is an aromatic amino acid residue:

Q is an amide bond or an interposed amide bond mimetic:

with the proviso that when:

1) R is a tyrosyl residue:

i) Rz is D-alanine;

i11) X.Y.and Z are H: and

V) R3 is phenylalanine:

then Ry is not unsubstituted phenylalanine or phenylalanine substituted

with 4NO; or 4N3;

with the further proviso that when:

1) R is a tyrosyl residue;

1) R> is D-alanine:

111) X.Y.and Z are H; and

iv) Rj is phenylalanine:

then R3 is not unsubstituted phenylalanine or phenylalanine substituted

with 4NOa:

with the further proviso that when:

1) R, is a tyrosyl residue:

i1) R> is D-alanine:

i) X.Y.and Z are H: and

v) Ry is 1'-naphthylalanine:

then R is not '-naphthylalanine or 2"-naphthylalanine:

with the further proviso that when:

1) R, is a tyrosyl residue:

i) R is D-alanine: and

11) X.Y and 7 are .

1 Rois a vrosst restduc:
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1) R> is a D-amino acid with a lower alkyl or lower thioalkyl

group as a side chain: and

1) Ry is a neutral amino acid.
then Ri is not unsubstituted phenylalanine:

m) and wherein said compound is not selected from the group consisting
of:
H-Tyr-D-Phe-Phe-Phe-NHa:
H-Tyr-D-NMePhe-Phe-Phe-NHa:
H-Tyr-D-Tic-Phe-Phe-NH::
H-Tyr-Pro-Phe-Thr(Bzl)-NHa: (SEQ ID NO:2)
H-Tyr-Pro-Phe-Phe-NHz; (SEQ ID NO:1)
H-Tyr-Pro-Phe-Apb-NH::
H-Tyr-Pro-Phe-App-NHz;
H-Tyr-Pro-Phe-Aph-NH:: and
H-Tyr-Pro-Apb-Phe-NHo>:

wherein Apb is 2-amino-4-phenylbutanoic acid. App 1s

2-amino-5-phenylpentanoic

acid and Aph is 2-amino-6-phenylhexanoic acid.

On page 38-40 of the English translation of the specification. please amend claim 30
to read as follows:
30. A method for the treatment of pain comprising the step of administering to a

mammal in need of such treatment a pharmaceutically etffective amount of at

lcast one compound having the chemical structure of formula (A):

, ¥
N Ri— R R+—Q—R4—N«¢
V4
(A)
wherein:
a) N is selected from the group consisting of Hoand Co alkyl:
[\ (NI NN IVTOSVETESTAUC o 2.0 SAHTICTEY IV ToSM T sl

& R> s an amino acid having the R-configuration. aminoisobutyric acid.
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cvelopropylalanine. cyclohomoleucine or cycloleucine:
R; is an aromatic amino acid:
R; is an aromatic amino acid residue:
Q is an amide bond or an interposed amide bond mimetic:
with the proviso that when:
1) R is a tyrosyl residue:
i1) R> is D-alanine;
1i1) X.Y, and Z are H; and
iv) R3 is phenylalanine:
then Ry is not unsubstituted phenylalanine or phenylalanine substituted
with 4NO> or 4Ns;
with the further proviso that when:
1) R is a tyrosyl residue;
11) R is D-alanine;
i) X.Y.and Z are H: and
iv) R4 is phenylalanine:

then Rj is not unsubstituted phenylalanine or phenylalanine substituted

with 4NO>;
with the further proviso that when:
1) R; is a tyrosyl residue:
11) R- is D-alanine:

1i1) X.Y.and Z are H: and

) Rs is 1'-naphthvlalanine:

then R; is not '-naphthylalanine or 2'-naphthylalanine:
with the further proviso that when:

1) Ry is a tyrosyvl residue:

1) R> is D-alanine: and

i) X.Y and Z are 1.

then both R and Ry are not tryptophan:

i) R+ 1~ a D-amino actd with a tower alky i or fower thioalky
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group as a side chain: and
i1) R4 is a neutral amino acid.
then R; is not unsubstituted phenylalanine:
m) and wherein said compound is not selected from the group consisting
of:
H-Tyr-D-Phe-Phe-Phe-NHa:
H-Tyr-D-NMePhe-Phe-Phe-NHo;
H-Tyr-D-Tic-Phe-Phe-NH>:
H-Tyr-Pro-Phe-Thr(Bzl)-NH>: (SEQ ID NO:2)
H-Tyr-Pro-Phe-Phe-NHa: (SEQ ID NO:1)
H-Tyr-Pro-Phe-Apb-NHo:
H-Tyr-Pro-Phe-App-NHa:
H-Tyr-Pro-Phe-Aph-NHa: and
H-Tyr-Pro-Apb-Phe-NHo:
wherein Apb is 2-amino-4-phenylbutanoic acid. App is

2-amino-5-phenylpentanoic acid and Aph is 2-amino-6-phenylhexanoic acid.

On page 41-43 of the English translation of the specification. please amend Claim 37

to read as follows:

37. A method for the treatment of pain comprising the step of administering to a
mammal in need of such treatment a pharmaceutically effective amount of a
pharmaceutical composition possessing analgesic activity. wherein said
pharmaceutical composition comprises. in admixture with a pharmaccutically
acceptable carrier. an effective amount of at least one compound having the

chemical structure of formula (A):

y
X—Ri—R> R;—Q—R—t—N { P

(A)

cvelic aralky o and Croalky ke
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R, is a tyrosyl residue or a 2'.6"-dimethyltyrosyl residue:

R is an amino acid having the R-contiguration. aminoisobutyric acid.

cvelopropylalanine. cyclohomoleucine or cycloleucine:

R is an aromatic amino acid:

R, is an aromatic amino acid residue:

Q is an amide bond or an interposed amide bond mimetic:

with the proviso that when:

1) R is a tyrosyl residue:

1) R- is D-alanine:

111) X.Y.and Z are H: and

1v) Rj is phenylalanine:

then Ry is not unsubstituted phenylalanine or phenylalanine substituted
with

4NO: or 4N3;

with the further proviso that when:

1) R, is a tyrosyl residue:

1) R is D-alanine:

111) X.Y.and Z are H; and

1v) Rs is phenylalanine;

then R; is not unsubstituted phenylalanine or phenylalanine substituted
with 4NOa:

with the further proviso that when:

1) R is a tyrosyl residue:

i) R> is D-alanine:

1) N. Y. and Z are H: and

iv) Ry is 1'-naphthylalanine:

then Rz is not 1'-naphthylalanine or 2'-naphthylalanine:

with the turther proviso that when:

1) Ry is a tyrosvi residue:

then both Roand Ry are not try ptophan.
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1) with the further proviso that when:
1) R is a tyrosyl residue:
i) R>is a D-amino acid with a lower alkyl or lower thioalkyl

group as a side chain: and

111) R4 is a neutral amino acid.
then R3 is not unsubstituted phenylalanine:

m) and wherein said compound is not selected from the group consisting

of:

H-Tyr-D-Phe-Phe-Phe-NHo;
H-Tyr-D-NMePhe-Phe-Phe-NHo:
H-Tyr-D-Tic-Phe-Phe-NHo;
H-Tyr-Pro-Phe-Thr(Bz1)-NHa: (SEQ 1D NO:2)
H-Tyr-Pro-Phe-Phe-NHa: (SEQ ID NO:1)
H-Tyr-Pro-Phe-Apb-NHo:
H-Tyr-Pro-Phe-App-NHo:
H-Tyr-Pro-Phe-Aph-NH>; and
H-Tyr-Pro-Apb-Phe-NH»:

wherein Apb is 2-amino-4-phenylbutanoic acid. App is

2-amino-5-phenylpentanoic acid and Aph is 2-amino-6-phenylhexanoic acid.

On page 46-47 of the English translation of the specification. please amend claim 51

to read as follows:

S1. A pharmaccutical composition having analgesic activity. comprising in
admixture with a pharmaceutically aceeptable carrier. an effective amount of
at least one peptide selected from the group consisting ot
H-Tyr-Aib-Phe-Phe-NlHo:

H-Tyr-D-Nle-Phe-Phe-NHoa:
H-Tyr-D-Ala-Phe-2"-Nal-NHo:
H-Tvr-D-Ala-D-Phe-Phe-NTHz:

FE- bar-D-Ada-Phe-PheN N e-NHL:




17 -

H-Tyr-D-Ala-Phe-1'Nal-NHa:
H-Tyr-D-Ala-Trp-Phe-NHa:
H-Tyr-D-Ala-Phe-Trp-NHo:

H-Tyr-VAla-Phe-Phe-NHoa: (SEQ 1D NO:3)

VCH>-Tyr-D-Ala-Phe-Phe-NHoa:
H-Tyr-D-Nle-Phe-Trp-NHoa:
H-Tyr-D-Nle-Phe-2'-Nal-NH2;
H-Tyr-D-Nle-Trp-Phe-NHo;
H-Tyr-D-Ala-Trp-2'-Nal-NHa;
H-Tyr-D-Nle-Trp-2'-Nal-NHa:
H-Tyr-D-Nle-Trp-Trp-NHaz;
H-Tyr-D-Nva-Phe-Phe-NH::
H-Tyr-D-Ser-Phe-Phe-NHb;
H-Tyr-D-Val-Phe-Phe-NHa:
H-Tyr-D-Leu-Phe-Phe-NHz;
H-Tyr-D-Ile-Phe-Phe-NHo;
H-Tyr-D-Abu-Phe-Phe-NHoa:
H-Tyr-Chl-Phe-Phe-NHz;
H-Tyr-Cle-Phe-Phe-NHoa:
H-Tyr-D-Arg-Phe-Phe-NHa:
H-Tyr-D-Cys-Phe-Phe-NHoa:
H-Tyr-D-Thr-Phe-Phe-NHo:
-DMT-D-Ser-Phe-Phe-Nl1Ho:

H-Tyr-D-Ala-Phe-Phe-OH tritfluoroacetate:
H-Tyvr-D-Ala-Phe-Phe-NIH: tritluoroacetic acid salt:
H-Tyvr-D-Arg-Phe-Hph-NHa bis-trifluoroacetic acid:
H-DMT-D-Ala-Phe-Phe-NHa trifluoroacetic acid:
F-D-DMT-D-Ala-Phe-Phe-NHoa trifluoroacetic acid salt:

H-Tvr-D-Ala-Phe-Hph-NHa trifluoroacetic acid salt:

Fl-Tar-D-Arg-Phe-Phe-NTH bis-trifluoro acetie acrd salt

Brown. er al.
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H-Tvr-D-Ala-Phe-Phe-CH20H hydrochloride salt:
H-Tyr-D-Ala-Hph-Phe-NHa trifluoroacetic acid salt:
H-Tyvr-D-Met-Phe-Phe-NHo trifluoroacetic acid salt:
H-Tvr-D-Arg-Phe-D-Phe-NHo bis-trifluoroacetic acid salt:
1-Tyr-D-Ala-Phg-Phe-NH: trifluoroacetic acid salt:
H-Tyr-(D)-Ala-(D)-Phg-Phe-NH: trifluoroacetic acid salt:
H-Tyr-D-Arg-Phe-Phe(pF)-NH: bis-trifluoroacetic acid salt:
H-Tyr-D-Arg-Phe-D-Phe(pF)-NH: ditrifluoroacetic acid salt;
H-Tyr-D-Ala-Phe-Phe(pF)-NH: trifluoroacetic acid salt; and
H-Tyr-D-Ala-Phe-D-Phe(pF)-NHa trifluoroacetic acid salt.

On page 48-49 of the English translation of the specification. please amend claim 55

to read as follows:

55.

A method for the treatment of pain. comprising the step administering to a
mammal in need of such treatment a pharmaceutically effective amount of a
peptide selected from the group consisting of:

H-Tyr-Aib-Phe-Phe-NH::

H-Tyr-D-Nle-Phe-Phe-NHo;

H-Tyr-D-Ala-Phe-2'-Nal-NHo:

H-Tyr-D-Ala-D-Phe-Phe-NHo;
}I-Tyr-D-A]a-Phe(4NOz)-Phe(4NOz)-NH::

H-Tyr-D-Ala-Phe-Tic-NHb;

H-Tyvr-D-Ala-Phe-Phe(NMe)-NHa:

H-Tyvr-D-Ala-Phe-1'Nal-Nla:

H-Tyr-D-Ala-Trp-Phe-NHoz:

H-Tyr-D-Ala-Phe-Trp-NHo:

[1-Tyr-VAla-Phe-Phe-NHa: (SEQ 1D NO:3)
VCHL-Tyvr-D-Ala-Phe-Phe-NHHo:

H-Tvr-D-Nle-Phe-Trp-NHo:

Pl Dar-D-Ada- Trp-2-Nal-NH e
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H-Tvr-D-Nle-Trp-2'-Nal-NH::
H-Tyvr-D-Nle-Trp-Trp-NHo:
H-Tyr-D-Nva-Phe-Phe-Nl1Ha:
H-Tyr-D-Ser-Phe-Phe-NlHa:

H-Tyr-D-Val-Phe-Phe-NHa:
H-Tyr-D-Leu-Phe-Phe-NHp;

H-Tyr-D-lle-Phe-Phe-NHa:
H-Tyr-D-Abu-Phe-Phe-NH>;

H-Tyr-Chl-Phe-Phe-NHa:

H-Tyr-Cle-Phe-Phe-NHa:

H-Tyr-D-Arg-Phe-Phe-NHa:
H-Tyr-D-Cys-Phe-Phe-NHo:
H-Tyr-D-Thr-Phe-Phe-NHo:
H-DMT-D-Ser-Phe-Phe-NHa:
H-Tyr-D-Ala-Phe-Phe-OH trifluoroacetate;
H-Tyr-D-Ala-Phe-Phg-NH: trifluoroacetic acid salt:
H-Tyr-D-Arg-Phe-Hph-NH: bis-trifluoroacetic acid:
H-DMT-D-Ala-Phe-Phe-NH; trifluoroacetic acid:
H-D-DMT-D-Ala-Phe-Phe-NHz trifluoroacetic acid salt:
H-Tyr-D-Ala-Phe-Hph-NH: trifluoroacetic acid salt:
H-Tyr-D-Ala-Phe-Cys(Bzl)-NHa trifluoroacetic acid salt:
H-Tyr-D-Arg-Hph-Phe-NH: bis-trifluoroacetic acid salt:
H-Tyr-D-Arg-Phg-Phe-NHa bis-trifluoro acetic acid salt:
H-Tyr-D-Ala-Phe-Phe-CH20H hydrochloride salt:
H-Tyvr-D-Ala-1ph-Phe-NIH: trifluoroacetic acid salt:
H-Tyr-D-Met-Phe-Phe-NH: trifluoroacetic acid salt:
H-Tyr-D-Arg-Phe-D-Phe-NH: bis-trifluoroacetic acid salt:
H-Tvr-D-Ala-Phg-Phe-NHH: trifluoroacetic acid salt:

H-Tyvr-(D)-Ala-(1)-Phe-Phe-NTHH: trifluoroacctic acid salt:

-1y e-D-Ada-Phe-PhecplH-NI uitluoroacetie acid saltcand

Brown. er al.
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H-Tyr-D-Ala-Phe-D-Phe(pl)-Nl11: trifluoroacetic acid salt.
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